approach may be used in diarrhea-predominant IBS patients with
severe gas and bloating. Durable adherence can be expected in up
to 75% of patients.

Antidiarrheal Agents Peripherally acting opiate-based agents are the
initial therapy of choice for IBS-D. Physiologic studies demonstrate
increases in segmenting colonic contractions, delays in fecal transit,
increases in anal pressures, and reductions in rectal perception with
these drugs. When diarrhea is severe, especially in the painless diarrhea variant of IBS, small doses of loperamide, 2–4 mg every 4–6 h
up to a maximum of 12 g/d, can be prescribed. These agents are less
addictive than paregoric, codeine, or tincture of opium. In general, the
intestines do not become tolerant of the antidiarrheal effect of opiates, and increasing doses are not required to maintain antidiarrheal
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Antispasmodics Clinicians have observed that anticholinergic drugs
may provide temporary relief for symptoms such as painful cramps
related to intestinal spasm. Although controlled clinical trials have
produced mixed results, evidence generally supports beneficial
effects of anticholinergic drugs for pain. A meta-analysis of 26
double-blind clinical trials of antispasmodic agents in IBS reported
better global improvement (62%) and abdominal pain reductions
(64%) compared to placebo (35% and 45%, respectively), suggesting efficacy in some patients. The drugs are most effective when
prescribed in anticipation of predictable pain. Physiologic studies
demonstrate that anticholinergic drugs inhibit the gastrocolic reflex;
hence, postprandial pain is best managed by giving antispasmodics 30 min before meals so that effective blood levels are achieved
shortly before the anticipated onset of pain. Most anticholinergics
contain natural belladonna alkaloids, which may cause xerostomia,
urinary hesitancy and retention, blurred vision, and drowsiness.
They should be used in the elderly with caution. Some physicians
prefer to use synthetic anticholinergics such as dicyclomine that
have less effect on mucous membrane secretions and produce
fewer undesirable side effects.

Antidepressant Drugs In addition to their mood-elevating effects,
antidepressant medications have several physiologic effects that
suggest they may be beneficial in IBS. In IBS-D patients, the tricyclic
antidepressant imipramine slows jejunal migrating motor complex
transit propagation and delays orocecal and whole-gut transit,
indicative of a motor inhibitory effect. Some studies also suggest
that tricyclic agents may alter visceral afferent neural function.
A number of studies indicate that tricyclic antidepressants may
be effective in some IBS patients. In a 2-month study of desipramine,
abdominal pain improved in 86% of patients compared to 59% given
placebo. Another study of desipramine in 28 IBS patients showed
improvement in stool frequency, diarrhea, pain, and depression.
When stratified according to the predominant symptoms, improvements were observed in IBS-D patients, with no improvement
being noted in IBS-C patients. The beneficial effects of the tricyclic
compounds in the treatment of IBS appear to be independent of
their effects on depression. The therapeutic benefits for the bowel
symptoms occur faster and at a lower dosage. The efficacy of antidepressant agents in other chemical classes in the management of
IBS is less well evaluated. In contrast to tricyclic agents, the selective
serotonin reuptake inhibitor (SSRI) paroxetine accelerates orocecal
transit, raising the possibility that this drug class may be useful in
IBS-C patients. The SSRI citalopram blunts perception of rectal distention and reduces the magnitude of the gastrocolonic response in
healthy volunteers. A small placebo-controlled study of citalopram
in IBS patients reported reductions in pain. However, these findings
could not be confirmed in another randomized controlled trial that
showed that citalopram at 20 mg/d for 4 weeks was not superior to
placebo in treating nondepressed IBS patients. Hence, the efficacy
of SSRIs in the treatment of IBS needs further confirmation.

CHAPTER 352

Stool-Bulking Agents High-fiber diets and bulking agents, such as
bran or hydrophilic colloid, are frequently used in treating IBS.
The water-holding action of fibers may contribute to increased
stool bulk because of the ability of fiber to increase fecal output
of bacteria. Fiber also speeds up colonic transit in most persons. In
diarrhea-prone patients, whole-colonic transit is faster than average; however, dietary fiber can delay transit. Furthermore, because
of their hydrophilic properties, stool-bulking agents bind water and
thus prevent both excessive hydration and dehydration of stool.
The latter observation may explain the clinical experience that a
high-fiber diet relieves diarrhea in some IBS patients. Fiber supplementation with psyllium has been shown to reduce perception of
rectal distention, indicating that fiber may have a positive effect on
visceral afferent function.
The beneficial effects of dietary fiber on colonic physiology suggest
that dietary fiber should be an effective treatment for IBS patients, but
controlled trials of dietary fiber have produced variable results. This
is not surprising since IBS is a heterogeneous disorder, with some
patients being constipated and other having predominant diarrhea.
Most investigations report increases in stool weight, decreases in
colonic transit times, and improvement in constipation. Others have
noted benefits in patients with alternating diarrhea and constipation,
pain, and bloating. However, most studies observe no responses in
patients with diarrhea- or pain-predominant IBS. It is possible that
different fiber preparations may have dissimilar effects on selected
symptoms in IBS. A cross-over comparison of different fiber preparations found that psyllium produced greater improvements in stool
pattern and abdominal pain than bran. Furthermore, psyllium preparations tend to produce less bloating and distention. Despite the
equivocal data regarding efficacy, most gastroenterologists consider
stool-bulking agents worth trying in patients with IBS-C. Fiber should
be started at a nominal dose and slowly titrated up as tolerated over
the course of several weeks to a targeted dose of 20–30 g of total
dietary and supplementary fiber per day. Even when used judiciously,
fiber can exacerbate bloating, flatulence, constipation, and diarrhea.

potency. These agents are most useful if taken before anticipated 1969
stressful events that are known to cause diarrhea. However, not infrequently, a high dose of loperamide may cause cramping because of
increases in segmenting colonic contractions. Another antidiarrheal
agent that may be used in IBS patients is the bile acid binder cholestyramine resin.

Antiflatulence Therapy The management of excessive gas is seldom
satisfactory, except when there is obvious aerophagia or disaccharidase deficiency. Patients should be advised to eat slowly and not
chew gum or drink carbonated beverages. Bloating may decrease if
an associated gut syndrome such as IBS or constipation is improved.
If bloating is accompanied by diarrhea and worsens after ingesting
dairy products, fresh fruits, vegetables, or juices, further investigation or a dietary exclusion trial may be worthwhile. Avoiding flatogenic foods, exercising, losing excess weight, and taking activated
charcoal are safe but unproven remedies. Data regarding the use
of surfactants such as simethicone are conflicting. Antibiotics may
help in a subgroup of IBS patients with predominant symptoms of
bloating. Beano, an over-the-counter oral β-glycosidase solution,
may reduce rectal passage of gas without decreasing bloating and
pain. Pancreatic enzymes reduce bloating, gas, and fullness during
and after high-calorie, high-fat meal ingestion.
Modulation of Gut Flora Antibiotic treatment benefits a subset of
IBS patients. In a double-blind, randomized, placebo-controlled
study, neomycin dosed at 500 mg twice daily for 10 days was more
effective than placebo at improving symptom scores among IBS
patients. The nonabsorbed oral antibiotic rifaximin is the most
thoroughly studied antibiotic for the treatment of IBS. In a doubleblind, placebo-controlled study, patients receiving rifaximin at a
dose of 550 mg two times daily for 2 weeks experienced substantial
improvement of global IBS symptoms over placebo. Rifaximin is the
only antibiotic with demonstrated sustained benefit beyond therapy cessation in IBS patients. The drug has a favorable safety and
tolerability profile compared with systemic antibiotics. A systematic
review and meta-analysis of five studies of IBS patients found that
rifaximin is more effective than placebo for global symptoms and
bloating (odds ratio 1.57) with a number needed to treat (NNT) of
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